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AMENDMEOT TO THE CLAIMS 

The following listing of claim(s) will replace all prior versions, and 
listings, of claim(s) in the application. 

Listing of plaimfe): 

Claim 1 (amended). A method for inhibiting matrix metalloproteinase 

enzymes in a mammal comprising^acffisinistering to the mammal an MMP 
inhibiting amount of a compound of Formula I 





r2 






iT 
£ 


II 

E 



wherein: 

r1, r2, and independently are hydrogen, halo, hydroxy, Ci-Cg alkyl, 
Ci-C6 alkoxy, Ca-Cg alkenyl, C2-C6 alkynyl, NO2. NR4r5, cN, 
orCF3; 

E is independently O or S; 

A and B independently are 0R4 or NR^rS; 

each r4 and R^ independently are Hr€i - allcyl, Cg rG ^ alkonyl^ Cg -e^ 
alkynyl (CH^^ aryl - , (CHs ) ^ oycloollcyl, (CK2^ heterocvclvh 
(CH2)n heteroaryl, or R^ and r5 when taken together with the 
nitrogen to which they are attached complete a 3- to 8-jnembered 
ring, optionally containing a heteroatom selected from O, S, or 
NH, and optionally substituted or unsubstitated; 
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n is an integer from 0 to 6; 
or a phannaceuticany acceptable salt thereof; 

wherein the compound isophthalic acid bis-a, 3>benzodioxol-5-vlmethvn 
ester is excluded. 

aaim 2 (amended). a method for inhibiting matrix metalloproteinase 

enzymes in a mammal comprising administering to the mammal an MMP 
inhibiting amount of a compound of Formula H 




n 



wherein: 

r1, r2, and independently are hydrogen, halo, hydroxy, Ci-Cg alkyl. 
Ci-C6 alkoxy, C2-C6 alkenyl, C2-C6 alkynyl, NO2, NR^rS, CN, 
orCF3;and 

r4 and r5 is independently firSt-gfr tOkyl, C^ -G ^ alkonyl, 0^ -64 

allcynyU (CHa ) ft aryl. (CHa ) ^ oyoloaDcyl, or ffiH^l^lieterpcyclyl, 
(CH2)n heteroaryU or R^ and R5 when taken together with the 
nitrogen to which they are attached complete a 3- to 8-membered 
ring, optionally containing a heteroatom selected from O, S, or 
NH, and optionally substituted or unsubstimted; 

n is an integer from 0 to 6; 

or a pharmaceutically acceptable salt thereof 

wherein the compound isophthalic acid bis-f U-benzodioxol-S-vlmethvD 
es^erisQ;^c|u4e4. 
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. 5 - Barvian et al. 

A method for inhibiting matrix metalloproteinasc 



enzymes in a mammal comprising administering to the mammal an MMP 
inhibiting amount of a compoimd of Formula m 



wheidn: 

r1, r2, and r3 independently are hydrogen, halo, hydroxy, Ci-Cg alkyl. 
Ci-Cg alkoxy> C2-C6 alkenyl, C2-C6 alkynyl, NO2, NR4r5, cn, 



(CH2)n heteroaryl, or R^' and R^ when taken together with the 
nitrogen to which they are attached complete a 3- to 8-membered 
ring, optionally containing a heteroatom selected from O, S, or 
NH, and optionally substituted or unsubstituted; 

n is an integer from 0 to 6; 

or a pharmaceutically acceptable salt thereof. 

Claim 4 (canceled). 

Claim 5 (amended). A method for inhibiting matrix metalloproteinase 

enzymes in a mammal comprising administering to the mammal an MMP 
inhibiting amount of a compound of Formula V 
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Hct-(CH2)jj-0 




.0-(CH2)j,— Het 



V 



wherdti: 



r1, and r3 independently are hydrogen, halo, hydroxy, Ci-Cs alkyl, 

Ci-Cg alkoxy, C2-C6 alkenyl. C2-C6 alkynyl, NO2, NR^rS, cn, 
or CF3^ and Het is an unsubstituted or substituted heteroaryl group; 



R'* and r5 independently are Hr€4.-€ ^ allc>a, Cg -G ^ alkenyl ^ - G ^-G^ 




(CH2)n heteroaryl, or R^ and r5 when Uken together with the 
nitrogen to which they are attached complete a 3- to S-membered 
ring, optionally containing a hetcroatom selected frono O, S, or 
NH, and optionally substituted or unsubstituted; 

n is an integer from 0 to 6; 

or a pharmaceutically acceptable salt thereofi 

wherein the cOTnpound isophthalic add biS'(l,3-benzodioxQl-5-vlmethvl) 
ester is excluded . 

Claim 6 (amended)* A method for inhibiting matrix metalloproteinase 

enzymes in a mammal comprising administering to the mammal an MMP 
inhibiting amount of a compound of Fomiula VI 




or a pharmaceutically acceptable salt theieof » 
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whetein: 



r1, R2, and R3 independently are hydrogen, halo, hydroxy, Cj-Cs alkyl, 
Ci-Ce alkoxy, Ca-Cs alkenyl, C2-C6 alkynyU NO2, NR^R^. CN, 
orCFs; 

R^ and r5 independently are HrG^-e ^ QllQ'L Ca - C^ alk e nyh -Qa-^^ 



(CH2)n heteroaryl, or R^ and r5 when taken together with the 
nitrogen to which they are attached complete a 3- to 8-membered 
ring, optionally containing a heteroatom selected from O, S, or 
NH, and optionally substimted or unsubstituted; and 
n is an integer from 0 to 6. 

Claim 7 (amended). A conqx^und selected from: 

4 Mothoxy NJ^- bifl - ( - 1 mothoxybonzyl) ioophthalamid e ; 

Isophthalic acid di-(2,l,3-benzothiadiazol-S-yl) methyl ester; 

1 Mothoxy isophtholic acid dibenzyl ester ; 

4-Methoxy-isophthalic acid dipyridin-4-yh3Qethyl ester; 

loophthalio acid bi5 - ( 4- fluoro benzyl) e st e r; 

laophthQlic aeidbi3 - (3 - fluorO ' benzyl) est e r; 

feophthalic acid bis ( 4 m e thoxy b e nzyl) es t e r; 

Isophthal i e ooidbio (3 mothoxy benzyl) ootor; 

Isophthalic acid bi s ( - l - ^ - b e nzodioxol 5 ylmothyl) osier; 

N,N^ - Bis - (3 - fluoro b e nzyl) isophthalamid e ; 

^ Acotj^l isophtholic acid dibenzylnaB t o f ; - 

1 Mothoxycarbonylm e thoxy isophthalio acid dibonayl ester, 

N,N''Bis-l,3-benzodioxol-5-ylmcthyl-4-methoxy-isophthalamide; 

N 1,3 Bonzodioxol 5 ylmothyl 1 m e thox - y >r ( ^ l mothoxy - benzyl) - 

isophthalamide; 
A M e thoxy N^N^ bis (A methoxy b e nzyl) isophthalamid e y 
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N 1>3 Bonzodioxol 5 ylmothyl N' (l ohloro bonayl) > 1 mothoj ty- 

isophthalamido; 
N Bonzyl 1 methoxy N ^ " (1 mothoxy bonzyl) iDophthalamid e? 
W ^ - Bonzyl A moihoxy N (4 motfaoxy bonzyl) isophtholamid et 
4- Mothoxy N (1 m e thoxy bonzyl) K pyridin 1 yhncthyl iGophtholamid e ; - 
>r 1,3 Benzodioxol 5 ylmothyM m e thoxy M (2 phonoxy eihyl) 
ioophthalamid e ; 

N 1>3 Benzodioxol 5 ylmoth)! 1 methoxy (2 phenoxy othyl) 
iGophthalamido; 

N-l,3-Benzodioxol-5-ylmethyl-N'-fman-2-ylmethyl-isophthalamide; 
>r 1.3 Bonzodioxol 5 ylmotfayl N (2 othoxy othyl) 4 methoxy - 

isophtholamid e ; 
N,N^ Bis (3 hydroxymothyl - ph e nyl) iGOphthQlom adey 
N Bonzyl 1 mothoxy N' (2 ph e noxy othyl) ioophthalamide; 
4- Mcthoxy NX bio (1 mothyl - benzyl) iGOphtholoa aaidey 
4- Methoxy NX bio (3 mothoxy bonzyl) isophthalomide; 
N 1>3 Benzodioxol 5 ylmothyl 1 mothoxy N^ (A mothoxy bonzyl) 

isophthalamido; 
N 1,3 Bonzodioxol 5 ylm e thyl isophthalamio -fteidr 

(f\ carboxyph e nyljmothyl ootor; 
^ [[3 (3 M e thoxy bonzyloarbamoyl) - ben20ylamino] methyl] bonzoio 

acid; 

4-Mcthoxy-isophthalic acid di-2,l,3-bcn2othiadia2ol-5-ylmethyl e^ter; 
4 ([3 (3 Methoxy benzylcarbamoyl) bonzoylomino] mothyl) benzoic 

Qcid methyl e st e r; 
N (3 Mothoxy - benzyl) (4 nitio bonzyl) ioophthalamid e? 
N - (3, 4 Dichloro bonzyl) N'^ p>rridin A ylm e thyl ioophthalamid e ; 
Nl,N3-Bis-l,3-ben2odioxol-5-yhiiethyl-4-ethoxy-isophthalamide; 
N (1 Chloro benzyl) N"" (3 m e thoxy bonzyl) ioophtlialomidef 
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N (3,1 Pichlorobongyl) (3 piothoxy bongyl) isophthQlQinid & > 
N (1 MothQxy benzyl) (3 mothoxy benzyl) iDophthalaiaide; 
N;^^ Bis (1 fluoro 3 in e thoxy benzyl) isophthalamid e ; 
A Ethojiy Nl J^T3 bis (3 mothoxy b e nayl) ipophthalomida; 
Nl J^3-Bis-1 ^S-benzodioxol-S-ylmethyM-ethoxy-isophthalajtude; 
N - (3 IVtQthoxy benzyl) pyiidin 3 ylmothyl ioophthnl nim irip^ 
N - (3 Mothoxy - bOTizyl) pyridin 1 ylmethyl iDophthalamide; 
Nl-13-Benzodioxol-S-ylmethyl-N3-pyridin-3-ylniethyl-isophthalamide; 
N- (3 Mothoxy benzyl) (3 trifluoromothoxy bonisyl) ioophthalainid & > 
NlJ^r3-Bis-l,3-benzodioxol-5-ylmethyM-isopropoxy-isophthalaimde; 
1 loopropoxy N1,N3 bis (3 mothoxy benzyl) ioophthalamide; 
Nl Benzyl A mothoxy N3 (A mothoxy benzyl) jpophthalamid e ; 
Nl 1,3 BenzodioxQl 5 ylmethyl -4 mothoxy - N3 (1 mothoxy bonzyl) 
iaophthalamide ^ 

Nl 1^3 Bonzodioxol 5 ylmethyl 4 mothoxy N3 (S - phenoxy othyl) 

isophtholomide; 
Nl Benzyl 1 mothoxy N3 (3 phcnoxy othyl) isophtholomido; 
Nl - 1,3 Bonzodioxol 5 ylmothyl N3 (/\ chloro benzyl) 4 mothoxy 

isophthalamide; 

N3 1>3 Bonzodioxol 5 yhoa e thyl 4 m e tlioxy Nl (1 mothoxy bonzyl) 

isophthalamid e ; 
N3 Benzyl A motfaoxy - Nl ( 4 m e thoxy benzyl) isophtholamid &T 
N3 1,3 Bonzodioxol 5 ylmothyl 1 mothoxy Nl (3 phonoxy ethyl) 

iGophthalomido; 

N3 1,3 Bcnzodio)col 5 ylmothyl - Nl (2 othoxy othyl) 1 mothoxy 

iGophtholamid e ; 
A Mothoxy Nl ( 4 mothoxy benzyl) N3 p>'Tidin - 4 ylmothyl 

t s ephthalamid » v 

4-Amino-Nl,N3-bis-l,3-benzodioxol-5'-ylmethyl-isophthalamide; 
4-Acetylamino-Nl,N3"bis-13-benzodioxol-5-ylmethyl-isophthalamide; 
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N (3 Mothoxy bonayl) N' pyridin 3 yhnothyl isophtholQnud e ; 



Nl-l3-Ben2odioxol-5-ylmethyl-N3-pyiidinO-ylmethyHsophft^ 
N (1 Chloro bonayl) (3 mothoxy benzyl) ipophthalanrido; 
I>J (3,1 Dichlofo bongyl) N' (3 methoxy bonzyl) iGOphtfaolamido; 
N (1 Methoxy bonzyl) N' (3 methoxy bQnzyI>isophthalaimde; 
N - (3 M e thoxy benzyl) ( 4 mothyl bonzyl) isophthalomide; 
N,N' Bio (4 fluoro 3 - methoxy bonzyl) iDophtholamide; 
f [3 [(13 Bonaodioxol 5 yimothyl) oorbomoyl] bonaoyl] benzyl amino - ) - 
aootio add; 

N BQnzo[l - ,3]dioxol 5 ylmoihyl ioophthalamic(i hydroxyinQthyl bonzoic 
acid) OQion 

N - (3, 4 IMchloro bonzyl) pyridin A yimothyl iDophthalamido; 
^ - (3 M e thoxy bonayl> - N^ - ( 4 nitre bonzyl) ioophtholamid e ; 
4- [[3 (3 Mothoxy b e nzylcarbamoyl) bonaoylamino] methyl) bonzoic 
Qcidmothyloston 

N 3 m e thoxybonzyl isophthalamio(^ hydroxymotfayl bonzoic add) e ster; 
4- ([3 (3 Mothoxy bonaylcarbomoyl) benzoylomino] methyl) b e nzo i e 

fioid^' 

N (3 Amino benz^'l) (3 m e thoxy bonzyl) ioophthalarmdo; 
N (3 M e thoxy benzyl) N' (3 nitro bonayl) isophthalamid et 
4 Ethoxy N^1,N^^3 bis (3 methoxy bonzyl) ioophthalamido; 
Nl*N3-Bis-l,3-benzodioxol-5-ylmethyl^eihoxy-isophthalamide; 
Nl,N3-'Bis-1.3-benzodioxol-5-ylmethyM.propoxy-isophthalamide; 
NlJ^3-Bis-13-benzodioxol-5-ylmethyl-4-isopropoxy-isophthalamide; 
NlJSr3-Bjs-2,13-benzotMadiazol-5-ylmethyl-4-methoxy-isophthala^ 
and 

4-Methoxy-isophthalic acid di-2,l,3-ben20thiadiazol-5-ylmettiyl ester. 
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Claim 8 (origiiial). A pharmaceutical composition, comprising a 

compound of Claim 1, or a phannaceutically acceptable salt thereof, 
admixed 'With a phannaceutically acceptable carrier, diluent, or excipient 

Claim 9 (origiiial). A pharmaceutical composition for inhibiting MMP- 

13 in a mammal, comprising an MMP-13 inhibiting amount of a 
compound of Claim 1, or a phannaceutically acceptable salt thereof, 
admixed with a pharmaceutically acceptable carrier, diluent, or excipient. 

Claim 10 (amended)* A method for inhibiting MMP-13 in an animal. 

comprising administering to the animal an MMP-13 inhibiting amount of a 
compound of Formula I Clamii, or a pharmaceutically acceptable salt 
thereof. 

Claimis 11 and 12 (canceled). 

Claim 13 (amended)- , A method for treating breast carcinoma, comprising 
administering to a patient suffering from such a disease an anticancer 
effective amount of a compound of Formula 1 Claim 1. or a 
pharmaceutically acceptable salt thereof. 

Claim 14 (amended)* A method for treating a rheumatoid arthritis, 

comprising administering to a patient suffering from such a disease an 
effective amount of a compound of Formula I Claim L or a 
pharmaceutically acceptable salt th^eof. 

Claim 15 (amended). A method for treating a osteoaiihritis, comprising 
administering to a patient suffering from such a (fisease an effective 
amount of a compound of gwrnriaj Claim 1 > or a pharmaceutically 
acceptable salt thereof. 
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Claim 16 (amended). A method for treating a heart failure, comprising 
administering to a patient suffering from such a disease an effective 
amount of a compound of Formula I Claim I, or a pharmaceutically 
acceptable salt thereof. 

Claim 17 (amended). A method for treating a inflammation, 

comprising administering to a patient suffering from such a disease an effective 
amount of a compound of Formula I Claim 1, or a pharmaceutically acceptable 
salt thereof. 
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